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Pregnant rabbits of strain HY/CR (a NZW variety), with at least 14 animals per group, 
were dosed by gavage with chlorpyrifos (Pyrinex Technical, purity 96.1%) in corn oil on 
days 7-19 post coitum at doses of 0, 1, 9, 81, or 140 mg/kg/day (4 dose levels in addition 
to control).  (The doses were chosen in part based on a pilot study in which 100%  
maternal lethality at a dose of 270 mg/kg/day was noted.)  A decrease in plasma 
cholinesterase 10 days after dosing was noted in a dose-dependent manner at all levels of 
chlorpyrifos administration (decrease to 43%, 31%, 30% and 28% at 1, 9, 81 and140 
mg/kg-day respectively), as shown in Table 1 below (n.b., all tables are copied verbatim 
from the study report).  Based on body weight gain decrement during the treatment 
period (Table 2), the authors concluded that the maternal NOEL was 81 mg/kg/day.  
However, bodyweight effects are generally recognized to be less useful as indicators of 
maternal toxicity in rabbits than in other species, because during gestation they are more 
variable (U.S. EPA., 1991).   
 
Statistically significant differences were noted for an increase in post implantation loss at 
doses of 9 mg/kg/day and above (Table 3).  Skeletal observations in the fetuses revealed 
reduced or incomplete ossification of the hyoid bone of the skull at all dose levels; the 
differences were statistically significant from the control group, but not in a dose-
dependent manner (Table 4).  While some visceral or internal effects were seen at the 9 
mg/k/day group they were mostly noted in a single fetus.  At the high dose (140 
mg/kg/day), fetal effects included reduced crown/rump length, reduced fetal weight, 
ossification delays (indicated by non ossification of the fifth sternebra and/or 
xiphisternum) and increased post-implantation fetal death.  The authors concluded that 
while the high dose demonstrated slightly adverse fetal response in the form of reduced 
fetal size, delays in ossification and possibly post-implantation fetal death, Pyrinex did 
not demonstrate teratogenic potential in the current test system, and adverse fetal 
response was not noted in the absence of maternal toxicity.  The authors suggested that 
the developmental NOEL was 81 mg/kg/day. 
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Table 4 (continued) 

 


